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Amendments to the Specification : 

(V/ 

Please replace the paragraph beginning on page 1, line l^with the following 
paragraph: 

In addition, it is reported that 4-aminobenzopyran derivatives that have P3-receptor 
stimulating action and are supposed to be effective for the treatment of obesity corpul e nc e 
(for example, WO 03/0141 13), but there has not been any mention as to the treatment of 
arrhythmia based on the prolongation effect on the refractory period this document. 

Please replace the paragraph beginning on page 5, line 7p with the following 
paragraph: 

- C 2 -9 hetecyclyl group (wherein the heterocvclyl group may be arbitrarily substituted 
with halogen atom, Cj.6 alkyl group (wherein the alkyl group may be arbitrarily substituted 
with halogen atom, Ci-6 alkoxy group (wherein the alkoxy group may be arbitrarily 
substituted with halogen atom), amino group, carboxy group or hydroxy group), Ci-6 alkoxy 
group (wherein the alkoxy group may be arbitrarily substituted with halogen atom), C6-u aryl 
group, C2-9 heteroaryl group (wherein each of the aryl group or heteroaryl group may be 
arbitrarily substituted with 1 to 3 R 18 wherein R 18 has the same above - mentioned meaning as 
R tQ \ hydroxy group, nitro group, cyano group, formyl group, formamide group, amino group, 
C1.6 alkylamino group, di-Ci_6 alkylamino group, Ci_ 6 alkylcarbonylamino group, Ci-6 
alkylsulfonylamino group, aminocarbonyl group, Ci^ alkylaminocarbonyl group, di-Ci-6 
alkylaminocarbonyl group, Ci-6 alkylcarbonyl group, alkoxycarbonyl group; 
aminosulfonyl group, C|_6 alkylsulfonyl group, carboxy group or C6-u arylcarbonyl group); 
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C|.6 alkylamino group, di-Ci-6 alkylamino group, Ci-6 alkylcarbonylamino group, Ci-6 
alkylsulfonylamino group, aminocarbonyl group, Ci-6 alkylaminocarbonyl group, di-Ci-6 
alkylaminocarbonyl group, Ci- 6 alkylcarbonyl group, Ci-6 alkoxycarbonyl group, 
aminosulfonyl group, C]_ 6 alkylsulfonyl group, carboxy group or C6-h arylcarbonyl group), 
X is O, S, SO or S0 2 ; 

Please replace the paragraph beginning on page 9, line^ with the following paragraph: 
(8) The benzopyran derivative or pharmaceutical^ acceptable salt thereof as set 
forth in (7), wherein R 6 is C 6 -i4 aryl group wherein the aryl group may be arbitrarily 
substituted with 1 to 3 halogen atom or amino group, when and when a plurality of 
substituents are present, they may be identical or different from each other; 



(12) The benzopyran derivative or pharmaceutical ly acceptable salt thereof as set 
forth in (5), wherein m is an integer of 1 to 3, n is 0, and R 6 is C2-4 alkyl group (wherein the 
alkyl group may be arbitrarily substituted with halogen atom, Ci-6 alkoxy group (wherein the 
alkoxy group may be arbitrarily substituted with halogen atom), amino group, carboxy group 
or hydroxy group), Ci* alkoxy group (wherein the alkoxy group may be arbitrarily substituted 
with halogen atom), amino group, carboxy group or hydroxy group), C3.8 cycloalkyl group, 
C3-8 cycloalkenyl group (wherein the cycloalkyl group or cycloalkenyl group may be 
arbitrarily substituted with halogen atom, Ci-6 alkyl group (wherein the alkyl group may be 
arbitrarily substituted with halogen atom, alkoxy group (wherein the alkoxy group may 
be arbitrarily substituted with halogen atom), amino group, carboxy group or hydroxy group), 
C1.6 alkoxy group (wherein the alkoxy group may be arbitrarily substituted with halogen 



Please replace the paragraph beginning on page 9, line V9 with the following 




paragraph: 
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group, Ci^alkoxy group (wherein the alkoxy group may be arbitrarily substituted with 
halogen atom) or hydroxy group), Q-e alkylcarbonyl group, aminocarbonyl group, amino 
group, carboxy group or cyano group; 

Please replace the paragraph beginning on page 19, line ^7 with the following 
paragraph: 

7-chloro-4^JX2-tetrahydropyran-4-yl)ethylf]amino}i-2,2,9-trimethyl-3,4-dihydro- 
2H-pyrano[2,3-g]quinolin-3-ol, 

Please replace the paragraph bridging pages 23 and 24 with the following paragraph: 
Examples of C3-8 cycloalkyl group are such as c-propyl, c-butyl, i-methyl-c-propyl, 2- 
methyl-c-propyl, c-pentyl, 1-methyl-c-butyl, 2-methyl-c-butyl, 3-methyl-c-butyl, 1,2- 
dimethyl-c-propyl, 2,3-dimethyl-c-propyl, 1-ethyl-c-propyl, 2-ethyl-c-propyl, c-hexyl, c- 
heptyl, c-octyl, 1 -methyl-c-hexyl, 2-methyl-c-hexyl, 3-methyl-c-hexyl, 1,2 dim e htyl c hexyl 

1 .2- dimethyl-c-hexvK 2,3 dim e thyl 0 propyl, 1 e thyl c propyl, 1-methyl-c-pentyl, 2-methyl-c- 
pentyl, 3 -methyl -c-pentyl, 1 -ethyl-c-butyl, 2-ethyl-c-butyl, 3-ethyl-c-butyl, 1,2-dimethyl-c- 
butyl, 1,3-dimethyl-c-butyl, 2,2-dimethyl-c-butyl, 2,3-dimethyl-c-butyl, 2,4-dimethyl-c-butyl, 

3.3- dimethyl-c-butyl, 1-n-propyl -c-propyl, 2-n-propyl-c-propyl, 1-i-propyl-c-propyl, 2-i- 
propyl-c-propyl, 1,2,2-trimethyl-c-propyl, 1,2,3-trimethyl-c-propyl, 2,2,3-trimethyl-c-propyl, 
l-ethyl-2-methyl-c-propyl, 2-ethyl-l-methyl-c-propyl, 2-ethyl-2-methyl-c-propyl, 2-ethyl-3- 
methyl-c-propyl, and the like. 
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% 

Please replace the paragraph beginning on page 24, line/ with the following 
paragraph: 

Examples of C3.8 cycloalkenyl group are such as 1 -c-pentenyl, 2 -c-pentenyl, 3-c- 
pentenyl, l-methyl-2-c-pentenyl, l-methyl-3-c-pentenyl, 2-methyl-l -c-pentenyl, 2-methyl-2- 
c-pentenyl, 2-methyl-3-c-pentenyl, 2-methyl-4-c-pentenyl, 

2 methyl 5 c p e ntenyl, 2-methyIene-c-pentyl, 3-methyI- 1 -c-pentenyl, 
3-methyl-2-c-pentenyl, 3-methyl-3-c-pentenyl, 3-methyl-4-c-pentenyl, 

3 m e thyl 5 c p e nt e nyl, 3-methylene-c-pentyl, 1-c-hexenyl, 2-c-hexenyl, 3-c-hexenyl, 4-e- 
h e ptynyl, 2 c hoptynyl, 3 c heptynyl, 4 c h e ptynyl, 1 0 octynyl, 2 c octynyl, 3 0 ootynyl, 4 0 
octynvK . 2-c-heptenvnvK 3-c-heptenvnvL 4-c-heptenvnvL 1 -c-octenynvK 2-c-octenvnvK 3-c- 
octenvnvU 4-c-octenvnvl. and the like. 

Please replace the paragraph starting on page 29, line 1 with the following paragraph: 
Examples of di-C|. 6 alkylaminocarbonyl group are such as dimethylaminocarbonyl, 
diethylaminocarbonyl, di-n-propylaminocarbonyl, di-i-propylaminocarbonyl, di-c- 
propylaminocarbonyl, di-n-butylaminocarbonyl, di-i-butylaminocarbonyl, di-s- 
butylaminocarbonyl, di-t-butylaminocarbonyl, di-c-butylaminocarbonyl, di-1- 
pentylaminocarbonyl, di-2-pentylaminocarbonyl, di-3-pentylaminocarbonyl, di-i- 
pentylaminocarbonyl, di-neopentylaminocarbonyl, di-t-pentylaminocarbonyl, di-c- 
pentylaminocarbonyl, di-l-hexylaminocarbonyl, di-2-hexylaminocarbonyl, di-3- 
hexylaminocarbonyl, di-c-hexylaminocarbonyl, di-(l-methyl-n-pentyl)aminocarbonyl, di- 
(l,l,2-trimethyl-n-propyl)aminocarbonyl, di-(l,2,2-trimethyl-n-propyl)aminocarbonyl, di- 
(3,3-dimethyl-n-butyl)aminocarbonyI, methyl(ethyl)aminocarbonyl, methyl(n- 
propyl)aminocarbonyl, methyl(i-propyl)aminocarbonyl, methyI(c-propyl)aminocarbonyl, 
methyl(n-butyl)aminocarbonyl, methyl(i-butyl)aminocarbonyl, 
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methyl(s-butyl)aminocarbonyl, methyl(t-butyl)aminocarbonyl, 

methyl(c-butyl)aminocarbonyl, ethyl(n-propyl)aminocarbonyl, ethyl(i-propyl)aminocarbonyl, 
ethyl(c-propyl)aminocarbonyl, ethyl(n-butyl)aminocarbonyl, ethyl(i-butyl)aminocarbonyl, 
ethyl(s-butyl)aminocarbonyl, ethyl(t-butyl)aminocarbonyl, ethyl(c-butyl)aminocarbonyl, 
n-propyI(i-propyl)aminocarbonyl, n-propyl(c-propyl)aminocarbonyl, 
n-propyl(n-butyl)aminocarbonyl, n-propyl(i-butyl)aminocarbonyl, n- 
propyl(s-butyl)aminocarbonyl, n-propyl(t-butyl)aminocarbonyl, 
n-propyl(c-butyl)aminocarbonyl, i propyl(c butyl)aminocarbonyl i-propvl(c- 
propvDaminocarbonvl i-propyl(n-butyl)aminocarbonyl, i-propyl(i-butyl)aminocarbonyl, 
i-propyl(s-butyl)aminocarbonyl, i-propyl(t-butyl)aminocarbonyl, 
i-propyl(c-butyl)aminocarbonyl, c-propyl(n-butyl)aminocarbonyl, 
c-propyl(i-butyl)aminocarbonyl, c-propyl(s-butyl)aminocarbonyl, 
c-propyl(t-butyl)aminocarbonyl, c-propyl(c-butyl)aminocarbonyl, n-butyl(i- 
butyi)aminocarbonyl, n-butyl(s-butyl)aminocarbonyl, n-butyl(t-butyl)aminocarbonyl, 
n-butyl(c-butyl)aminocarbonyl, i-butyl(s-butyl)aminocarbonyl, i-butyl(t-butyl)aminocarbonyl, 
i butyl(t butyl)aminocarbonyl, i-butyl(c-butyl)aminocarbonyl, 
s-butyl(t-butyl)aminocarbonyI, s-butyl(c-butyl)aminocarbonyl, 
t-butyl(c-butyl)aminocarbonyl, and the like. 




Please replace the paragraph beginning on page 30, line^ with the following 



paragraph: 



Examples of C3.8 cycloalkylcarbonyl group are such as c-propylcarbonyl, 



c-butylcarbonyl, i-methyl-c-propylcarbonyl, 2-methyl-c-propylcarbonyI, 



c-pentylcarbonyl, 1 -methyl-c-butylcarbonyl, 2-methyl -c-butylcarbonyl, 



3-methyl-c-butylcarbonyl, 1 ,2-dimethyl-c-propylcarbonyl, 
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2,3-dimethyl-c-propylcarbonyl, 1 -ethyl-c-propylcarbonyl, 2-ethyl-c-propylcarbonyl, 
c-hexylcarbonyl, c-heptylcarbonyl, c-octylcarbonyl, 1-methyl-c-hexylcarbonyl, 
2-methyl-c-hexylcarbonyl, 3-methyl-c-hexylcarbonyl, 1.2 dim e htvl o hoxvlcarbonvK \2- 
dimethvl-c-hexvlcarbonyh 2,3-dimethvl-c-propvlcarbonyl. 1 -ethyl-c-propylcarbonyl, 1- 
methyl-c-pentylcarbonyl, 2-methyl-c-pentylcarbonyl, 3-methyl-c-pentylcarbonyl, 1-ethyl-c- 
butylcarbonyl, 

2-ethyl-c-butylcarbonyl, 3-ethyl-c-butylcarbonyl, 1 ,2-dimethyl-c-butylcarbonyl, 
1 ,3-dimethyl-c-butylcarbonyl, 2,2-dimethyl-c-butylcarbonyl, 
2,3-dimethyl-c-butylcarbonyl, 2,4-dimethyl-c-butylcarbonyl, 

3,3-dimethyl-c-butylcarbonyl, 1-n-propyl-c-propylcarbonyl, 2-n-propyl-c-propylcarbonyl, 
propyl-c-propylcarbonyl, 2-i-propyl-c-propylcarbonyl, 

1 .2.2- trimethyl-c-propylcarbonyl, 1 ,2,3-trimethyl-c-propylcarbonyl, 

2.2.3- trimethyl-c-propylcarbonyl, l-ethyl-2-methyl-c-propylcarbonyl, 
2-ethyl- 1 -methyl-c-propylcarbonyl, 2-ethyl-2-methyl-c-propylcarbonyl, 
2-ethyl-3-methyl-c-propylcarbonyl, and the like. 

Please replace the paragraph beginning on page 47, line 14 with the following 
paragraph: 

(5) The benzopyran derivative or pharmaceutically acceptable salt thereof as set forth 
in (3), wherein R 6 is alkyl group, cycloalkyl group or cvcloalkvnvl cvcloalkenvl ring; 

Vp 

^ Please replace the paragraph beginning on page 305, line p with the following 

paragraph: 

The compound of formulae (1-a) or (2-a) that is the compound of formula (I) or (II) 
wherein A is the group of formula (5), R 4 is hydrogen atom and R 3 is hydroxy group can be 
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Please replace the paragraph beginning on page 316, line Ifwith the following 



paragraph: 



Brown amorphous product 
'H-NMR(CDC1 3 ) 5; 1.51(s, 6H), 2.59(d, 7= 0.6 Hz, 3H), 5.90(d, 7= 9.9 Hz, 1H), 6,59(d,7^ 
9.9 Hz. 1H) 6.59(d. J= 9.9 Hz. 1H) . 7.1 l(d,7= 3.6 Hz, 1H), 7.25(s, 1H), 7.68(s, 1H), 8.57(d, 
J = 4.4 Hz, 1H) 
MSOESfjm/z; 226 [M+l] + 

Please replace the paragraph beginning on page 318, line 6 with the following 
paragraph: 

(Yield: 59%) 
Black brown oily product 

'H-NMR(CDC1 3 ) 6: 1 .49(s, 6H), 2.54(s, 3H), 2.62(s, 3H), 5.86(d, J = 9.9 Hz, 1H), 6,55(d, J~ 
9.9 Hz. 1H) 6.55fd. J= 9.9 Hz. 1H) . 7.00(s, 1H), 7.20(s, 1H), 7.60(s, 1H) 
MSCESOm/z; 240[M+1] + 



(Yield: 50%) 

'H-NMR(CDC1 3 ) 5; 1.50(s, 6H), 2.50(s, 3H), 2.66(s, 3H), 5.87(d, J= 9.9 Hz, 1H), 6,57(d,y- 
9.9 Hz. 1H) 6.57(d. J= 9.9 Hz. 1H), 7.26(s, 1H), 7.63(s, 1H), 8.48(s, 1H) 
MS(ESf)m/z; 240 [M+l] + 




Please replace the paragraph beginning on page 319, line yl with the following 



paragraph: 
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lf\ Please replace the paragraph beginning on page 326, line J with the following 

paragraph: 

Pale yellow solid 
mp: 65-67°C 

'H-NMR(CDCI 3 ) 5; 1.86(s, 6H), 2.70(s, 1H), 7.69-7.71(2H), 7.80(s, 1H), 8.33(d, J = 8.3 Hz, 
1H), 8.45(d, J = 8.3 Hz 1H), 9.01(br s, 1H) 
MSfGOm/z MSfEDm/z : 211 [M] + 

Please replace the paragraph beginning on page 326, line 20 with the following 
paragraph: 

Green crystal 
mp: 104-107°C 

'H-NMR(CDCb) 5; 1.54(s,6H), 5.89(d,7= 10.2 Hz, 1H), 6.93(d,7= 10.2 Hz, 1H), 7.50(d,7 
= 9.1 Hz, 1H), 7.73(br s, 1H), 8.31(d,7=9.1 Hz, 1H), 8.74(d,7= 8.5 Hz, 1H), 9.03(brs, 1H) 
MS(GC)m/z MSfEDm/z : 2 1 1 fM] + 



Please replace the paragraph beginning on page 339, line 2 with the following 
paragraph: 

(Yield: 78%) 

97.1% 99.1% ee: CHIRALCEL OJ-R acetonitril/methanol/0.01 M sodium chloride aqueous 
solution = 1/3/3, Retention time: 18.9 min. 
Yellow amorphous product 

'H-NMR(CDCI 3 ) 5; 1.28(s, 3H), 1.65(s, 3H), 2.59(d,J= 0.8 Hz, 3H), 3.60(d,J= 4.4 Hz, 
1H), 4.13(d,7=4.4 Hz, 1H), 7.19(s, 1H), 7.29(d, 1H), 8.02(s, 1H) 
MS(ESI + )m/z; 276 [M+l] + 
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^ Please replace the paragraph beginning on page 345, line^C with the following 



IV3 

paragraph: 



Synthesis Example 26 

(3R*JS*) 1 ([2 ( 4 aminophonyl)othyl]amino) 2,2,9 trimothyl 3, 4 dihydro 2H pyrano[2,3 
glquinol i n 3 ol (3/?*</5*V4-(f2-(4-aminophenvnethvllamino)-7-chloro -2.2.9-trimethvl-3.4- 
dihvdro-2//-pvrano[2.3-glquinolin-3-ol 
(Yield: 40%) 

Colorless amorphous product 

'H-NMR (CDC1 3 ) 8: 1.23 (s, 3H), 1.55 (s, 3H), 1.58 (br s, 3H), 2.57 (s, 3H), 2.71 (t, J= 7.4 
Hz, 2H), 2.85-3.05 (m, 2H), 3.1 1 (br s, IH), 3.57 (d, J= 10.4 Hz, 1H), 3.84 (d, 7= 10.4 Hz, 
1H), 6.65 (d, J= 8.5 Hz, 2H), 7.01 (d,J= 8.5 Hz, 2H), 7.1 1 (s, 1H), 7.25 (s, 1H), 7.81 (s, 
1H). 

MS (ESI*)m/z;412[M+l] + 
MS (ESI ) m / z; 456 [M+45] + 



Please replace the paragraph bridging pages 346 and 347 with the following 
paragraph: 

Synthesis Example 30 
(J/?*.^5*)-7-chloro-2,2,9-trimethyl-4-{[2-(l-piperidinyl)ethyl]amino}-3,4-dihydro-2//- 
pyrano(2,3-g]quinolin-3-ol 
(Yield: 61%) 

Pale yellow amorphous product 

1 H-NMR (CDCI 3 ) 5: 1.29 (s, 3H), 1.58 (s, 3H), 1.60 (br s, 2H), 1.50-1 .70 (m, 6H), 2.30-2.60 
(m, 6H), 2,58 (0, 3H), 3.06 (t,J~ 5. 8 Hz, 2ID 2.58 (s. 3H\ 3.06 (tJ= 5.8 Hz. 2H). 3.54 (d, J 
= 10.4 Hz, IH), 3.80 (d,y= 10.4 Hz, 1H), 7.13 (s, 1H), 7.23 (s, 1H), 8.06 (s, 1H). 
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MS (ESf)m/z; 404 [M+l] + 
MS (ESI") m / z; 448 [M+45] + 

line O 

H Please replace the paragraph bridging pages 348-3^9 with the following paragraph: 

1 Synthesis Example 35 

(J^^^5*)-7-chloro-2,2,9-trimethyl-4-[(2,2-diethoxyethyl)amino]-3,4-dihydro-2//-pyrano[2,3- 
g]quinolin-3-ol mal e at e 1 -maleate 
(Yield: 88%) 
White solid 

'H-NMR (CDjOD) 5: 1.23-1.30 (m, 9H), 1.57 (s, 3H), 2.64 (s, 3H), 3.50-3.85 (m, 4H), 4.02 
(d,J = 10.2 Hz, 1H), 6.27 (s, 1H), 7.37 (s, 1H), 7.49 (s, 1H), 8.13 (s, 1H) 
Free form 

(5^*,45*)-7-chloro-2,2,9-trimethyl-4-[(2,2-diethoxyethyl)amino]-3,4-dihydro-2//-pyrano[2,3- 
g]quinolin-3-ol 

Pale yellow amorphous product 
MS (ESi^m/z^lOtM+lf 
MS (ESr) m / z; 453 [M+45] + 



Please replace the paragraph beginning on page 350 with the following paragraph: 

Synthesis Example 40 
(3R*1S*) 7 ohloro 2,2,9 trimothyll ([2 (2 pyridy)lothyl]amino) 3,1 dihydro 2H 
pyranof2,3 glquinolin 3 ol (i/?*.^5*)-7-chloro-2.2.9-trimethvl-4(r2-(2-pvridvnethvllamino>- 
3,4-dihvdro-2//-pvrano('2.3-g1quinolin-3-ol 
(Yield: 83%) 

Yellow amorphous product 
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^f^A 6"| Please replace the paragraph bridging pages 358 and 2^9 with the following 
paragraph: 

Synthesis Example 55 
(3R*iS*) 7 chloro 2,2,9 trimothyl 4 [(2 tctrahydro 2//thiopyran 1 ylethyl)amino] 3, 4 
dihydro 2H pyrano[2J glquinolin 3 ol (3j?*,^*)-7-chloro-2 > 2.9-trimethvl-4-(r2-tetrahvdro- 
2//-thiopvran-4-vlethvllaminol"3 < 4-dihvdro-2^pvranof2,3>g1quinolin-3-ol 
(Yield: 63%) 

Colorless amorphous product 

'H-NMR (CDC1 3 ) 5: 1.28 (s, 3H), 1.40-1.60 (m, 5H), 1.56 (s, 1H), 1.90-2.00 (m, 2H), 2.59 (s, 
3H), 2.50-2.85 (m, 6H), 3.23 (s, 1H), 3.63 (d, J= 10.4 Hz, 1H), 3.87 (d, J= 10.4 Hz, 1H), 
7.16 (s, 1H), 7.28 (s, 1H), 7.91 (s, 1H). 
MS (ESI + )m/z; 421 [M+l] + 
MS (ESI ) m / z; 465 [M+45] + 

Please replace the paragraph beginning after page 361, line 1 with the following 
paragraph: 

Under hydrogen stream at 1 atm, a solution of (3R * 4S*)-6-amino-3 ,4-dihydro-2,2- 
dimethyl-7-nitro-4-(2'-phenylethylamino)-2//-benzopyran-3-ol (10.0 g, 28.0 mmol) and 5% 
palladium carbon (AER type, 1 g) in ethanol (200 mL) was stirred at room temperature for 6 
hours. Upon the completion of the reaction, the reaction solution was filtered through celite 
and concentrated to obtain the aimed product (yield: 98%). 
Black amorphous product 

'H-NMR (CDCI3) 6: 1.13 (s, 3H), 1.43 (s, 3H), 2^9-^0- 2.60-3.00 (m. 4H), 2.5-3.5 (br 6H), 
3.47 (d,y=9.6 Hz, 1H), 3.51 (d, 7=9.6 Hz, 1H), 6.12 (s, 1H), 6.14 (s, 1H), 7.15-7.50 (m, 
5H) 
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MS (ESI) m / z; 400[M+1] + , 327 (bp). 



Vr 



Please replace the paragraph beginning on page 362, line L8 with the following 



paragraph: 

6,7 diamino 4 [ [2 (2 fluorophonyl)ethyl) amino] 2,2 dimethyl 3,4 

dihydro 2// 1 bonzopyran 3 ol (J/?*,45*)-6,7-diamino-4-(|'2-(2>fluorophenvnethvl1amino)- 
2,2-dimethyl-3Adihvdro-2//-l-benzopyran-3-ol 



(Yield: 87%) 
Black amorphous product 
MS (ESf)m/z; 346 [M+l] + 
MS (ESI ) m / z; 380 [M+45] + 



H 2 N 
H 2 N 



HN 




OH 



^3^0\^ Please replace the paragraph beginning on page 364, line^with the following 

paragraph: 

(8R*9S*) {[2 (1 fluorophonyl)othyl]omino) 7,7 dimethyl 8,9 dihydro 1H pyrano[2,3 
glquinoxalin 8 ol hydrochloride ^/? VS*Mf2-(4-fluoropte 
3,4-dihvdro-2//-pyranof2.3-glquinoxalin-3-ol hydrochloride 
(Yield: 95%) 
Brown crystal 

mp: 191 -197°C (decomposition) 



-21- 



^ / \§\ Please replace the paragraph beginning 
paragraph: 



Application No. 10/590,975 
on page 365, line^^with the following 



(3/?^^5*)-4-[(2-hydroxy-2-phenylethyl)amino]-2,2-dimethyl-3,4-dihydro-2//- 
pyrano[2,3-g]quinoxalin-3-ol 
(Yield: 66%) 

Two diastereomers that can not be divided se parated 
Gray amorphous product 

'H-NMRCCDC^S: 1.30 (s, 3H), 1.58 (s, 1.5H), 1.59 (s, 1.5H), 1.70 (br s, 3H), 2.90-3.10 (m, 
2H), 3.71 (d,y= 10.5Hz, 1H), 3.95-4.05 (m, lH),7.20-7.45 (m, 6H), 8.10 (s, 0.5H), 8.12 (s, 
0.5H), 8.64 (d, J= 1.9 Hz, 1H), 8.73 (d,y = 1.9 Hz, 1H). 
MS (ESf)ni/z; 366 [M+l] + 
MS (ESr)m/z;410[M+45] + 



Please replace the paragraph beginning on page 367, line^ with the following 
paragraph: 

Synthesis Example 64 
(3/?+fS*) 2,2,7,8 tetram o thyl 4 [(2 phenylothyl)amino] 3,4 dihydro 2H pyrano[2,3 
glquinoxalin 3 ol maloat o (Sje^^^^J.S-tetramethvl^-fa-phenvlethvnaminolOA 
dihvdro-2//-pvrano[2,3-g1quinoxalin-3-ol 1 -maleate 



Synthesis Example 64 was carried out similarly to the process of Synthesis Example 




Ph 



59. 
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Please replace the paragraph beginning after page 373, line with the following 
paragraph: 

6-methoxy-2,2-dimethyl-2H- 1 -benzopyran 




A solution of 4 (1.1 - dimethyl 2 proponvloxy)anisol e 4-(Kl-dimethyl-2- 
propynyloxy)anisole in 1 ,2-dichlorobenzene (50 mL) was stirred at 190°C for 2 hours. Upon 
the completion of the reaction, the solvent was distilled off under a reduced pressure. The 
residue was purified by column chromatography (hexane/chloroform = 3/1) and the aimed 
product was obtained as red oily substance (2-step, yield: 61%). 

■H-NMR (CDC1 3 ) 5: 1.41 (s, 6H), 3.75 (s, 3H), 5.64 (d,J=9.9Hz, 1H), 6.28 (d, 7=9.9 Hz, 
1H), 6.55 (d, 7=2.7 Hz, 1H), 6.64-6.73 (m, 2H) 
LC/MS (ESI + )m/z: 191[M + +1] 



Please replace the paragraph beginning after page 374, line 2 with the following 
paragraph: 

A mixed solution of acetic acid (6.2 mL) and acetic anhydride (6.2 mL) containing 6- 
methoxy-2,2-dimethyl-2H-l -benzopyran (3.1 g, 16.4 mmol) was cooled with ice, nitric acid 
(1.37 mL, 18.0 mmol) was added dropwise and then the mixture was stirred at 0°C for 1 hour. 
Upon the completion of the reaction, an aqueous solution of 1 mol/L sodium hydroxide was 
added to the reaction solution, the resulting solution was extracted with ethyl acetate (150 
mL). The organic phase was washed twice with 1 mol/L sodium hydroxide aqueous solution 
and once with saturated sodium chloride solution. Then, the organic phase was dried over 
anhydrous magnesium sulfate. After distilling off the solvent, the residue was purified by 
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column chromatography (hexane/ethyl acetate = 6/1) and the aimed product was obtained as 
yellow crystal (yield: 79%). 

'H-NMR (CDCb) 8: 1 .44 (s, 6H), 3.91 (s, 3H), 5.85 (d 5 7=9.6 Hz, 1H), 6.33 (d, 7=9.6 Hz, 
1H), 6.69 (s, 1H), 7.34 (s, 1H) 

LC/MS (ESf >f-2364M**44 LC/MS (ESf Wz: 236 FM + -H1 

Please replace the paragraph bridging pages 374 and 375 with the following 
paragraph: 

! H-NMR (CDCb) 5: 1.26 (s, 3H), 1.58 (s, 3H), 3.53 (d, 7=4.3 Hz, 1H), 3.90 (d, 7=4.3 
Hz, 1H), 3.95 (s, 3H), 7.08 (s, 1H), 7.33 (s, 1H) 
MS (EI): 251 rM * 4MS (EDm/z: 251 rM+1 
HPLC: 18.6 min (enantiomer 24.1 min) 

HPLC condition: chiralcel OJ-RH, MeCN/MeOH/0.01 M NaCl aq. = 1/3/5, 1.0 ml/min, 
40°C, 256 nm 



To a solution of (3R*, 4S*)-3,4-epoxy-6-methoxy-2, 2-dimethyl-7-nitro-3,4-dihydro- 
2H-l-benzopyran (2.50 g, 9.95 mmol) in 1,4-dioxane (5.0 mL), lithium perchlorate (1.06 g, 
9.95 mmol) and 4-(phenylethyl)amine (1 .50 mL, 1 1 .9 mmol) were added at room temperature 
and the mixture was stirred at 80 °C for 1 hour. Upon the completion of the reaction, an 
aqueous solution of saturated ammonium chloride was added to the reaction solution, and the 
resulting solution was extracted with ethyl acetate. The organic phase was washed with 
saturated sodium chloride solution, and then dried over anhydrous sodium sulfate. After 
distilling off the solvent, the residue was purified by column chromatography (hexane/ethyl 





Please replace the paragraph beginning on page 375, line/£ with the following 



paragraph: 
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and the resulting mixture was stirred at room temperature for 10 minutes. Upon the 
completion of the reaction, the resulting crystal was filtered off and the aimed product was 
obtained (yield: 93%). 

\ Please replace the paragraph beginning on page 382, line p with the following 

paragraph: 

Synthesis Example 74 

7-Hydroxy-6,6-dimethyl-8-(2-phenylethylamino)-7,8-dihydro-lH,6H-4,5-dioxa-l-aza- 
anthracene-2-one 




H HN 

2 m e thoxymothoxy 4 (1,1 dimethyl 2 propionyloxy) 1 nitro b e nzon o 2-methoxvmethoxv-4- 
O J-dimethvl-2-propYnvloxvV1-nitro-benzene 

MOMO v^V 0 v/ 



0 2 N 



XJ 



\ 



Please replace the paragraph beginning on page 383, line 3 with the following 
paragraph: 

A solution of 2 m e thoxym e thoxy 4 (1,1 dimethyl 2 - propionyloxy) 1 nitro benzene 2^ 
methoxvme thoxv-4-n , 1 -dimethvl-2-propynvloxv)- 1 -nitro-benzene (2. 1 g, 7.92 mmol) in 
dichlorobcnzcnc - 1 ,2-dichlorobenzene (2 1 mL) was stirred at 20°C for 0.5 hour. Upon the 
completion of the reaction, the resulting mixture was concentrated and purified by silica gel 
column (hexane/ethyl acetate = 5/1). Thereby, a mixture (1 :1) of the aimed product and the 



-29- 



Application No. 10/590,975 

'H-NMR (CDCb) S: 1.17 (s, 3H), 1.45 (s, 3H), 2.75-3.00 (m, 4H), 3.43 (d, J = 9.9 Hz, 1H), 
3.50 (s, 3H), 3.59 (d, J = 9.9 Hz, 1H), 4.20 (s, 2H), 5.19 (s, 2H), 6.61 (s, 1H), 7.15-7.30 (m, 
5H), 8.14 (s, 1H), 8.73 (s, 1H). 
MS (ESI + )m/z:449[M+l] + 
MS (ESOm/z: 447 [M-l] + 

Please replace the paragraph beginning on page 386, line fi. with the following 
paragraph: 

2 Chloro N [(*) trano 3,7 dihydroxy 2,2 dimethyl 1 [(2 phonylothyl)amino] 3, 4 
dihydro 2H 1 b e nzopyran 6 yll ac e tamid e 2-chloro-N-((±)-trans-3.7-dihydroxv-2,2- 
dimethvl-4-f(2-phenvlethvl')amino1-3.4-dihvdro-2H-l-benzopvran-6-vl>-acetamide 

^rsT^ ^ Please replace the paragraph beginning on page 386, line y& with the following 
\® paragraph: 

To a solution of 2 chloro N [(±) tranG 3 hydroxy 7 m e thoxym e thoxy 2,2 dimethyl 4 
[(2 phonylothyl)amino] 3,^1 dihydro 2H 1 benzopyran 6 yll acotamido 2-chloro-N-l(±> 
trans-3-hvdroxv-7-methoxymethoxv-2,2-dimethvN4-f(2-phenvlethvnamino1-3,4-dihvdro^ 
l-benzopv ran-6-vli -acetamide (228 mg, 0.51 mmol) in methylene chloride (6 mL), boron 
tribromide (1 M solution in methylene chloride, 2.42 mL, 2.42 mmol) was added at 0°C, and 
the resulting mixture was stirred for 2 hours. Upon the completion of the reaction, methanol 
and saturated sodium hydrogencarbonate aqueous solution were added thereto, and the 
resulting solution was extracted with ethyl acetate, washed with saturated sodium 
hydrogencarbonate aqueous solution and then with saturated sodium chloride solution, dried 
over magnesium sulfate and concentrated to obtain the aimed product (yield: 100%). 
Colorless amorphous product 
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Please replace the paragraph beginning on page 391, line y6 with the following 
paragraph: 



This compound was synthesized according to the process of Synthesis Example 19. 
(Yield: 30%) 

Orange amorphous product 

*H-NMR (CDC1 3 ) 6: 1.19 (s, 3H), 1.50 (s, 3H), 2.05-2.15 (br, 2H), 2.49 (s, 3H), 3.09-3.32 (m, 
10H), 4.60-5.20 (br, 2H), 7.06 (s, 1H), 7.11 (s, 1H), 7.88 (s, 1H) 
MS (EI*) (ESf) m / z; 390[M+lf 

Please replace the paragraph bridging pages 393 and 394 with the following 
paragraph: 

To a solution of (3R* ^*)-3-hydroxy-2,2,9-trimethyl-4-[(2-phenylethyl)amino]-3,4- 
dihydro-2//-pyrano[2,3-g]quinoline-7-carbonitrile described in Synthesis Example 14 (465 
mg, 1.20 mmol) in ethanol (5 mL), sodium hydroxide aqueous solution (3 mol/L, 5 mL) was 
added at room temperature, and the resulting mixture was stirred for 2 hours with reflux 
under heating. After cooling to room temperature, the resulting solution was neutralized with 
1 mol/L hydrochloric acid, precipitated brown solid was filtered off and the aimed product 
was obtained (yield: 90%). 
Brown solid 

'H-NMR (CDC1 3 ) 5: 1.07 (s, 3H), 1.41 (s, 3H), 2.46 (s, 3H), 2.89-3.08 (br, 2H), 3.10-3.28 (br, 
2H), 4.03-4.22 (br, 1H), 4.30-4.44 (br, 1H), 7.01-7.54 (m, 7H), 7.86 (s, 1H), 8.51-8.73(br, 
1H) 

MS (Ef )IESf) m / z; 407 [M+l] + 
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Please replace the paragraph beginning after page 404, lineyf with the following 
paragraph: 

_ (3R*,4S*) 7 chloro 2,2,9 trim e thyl 6\5 oxy 1 p o ntylamino 3,4 dihydro 2H 
pyranor2,3 glquinolin 3 ol hydrochlorid e (iig^^^^-Chloro^^^'trimethvl^XS-oxv^- 
pentylamino-3,4-dihvdro-2//-pwanor2J-glquinolin-3-ol hydrochloride 
(yield: 60%). 
Pale yellow crystal 
mp;226-230°C (decomposition) 

1 H-NMR(DMSO-d6) 8; 0.86(t, J = 6.3 Hz, 3H), 1.16(s, 3H), 1.27-1.29(m, 4H), 1.50(s, 3H), 
1.60-1. 72(m, 2H), 2.54(s, 3H), 2.86(brs, 1H), 3.07(brs, 1H), 4.07-4. 10(m, 1H), 4.71(d, J = 
8.5Hz, 1H), 6.51(d, J=4.7Hz, 1H), 7.47(s, 1H), 7.67(s, 1H), 9.04(s, 1H), 9.19(brs, 1H), 
9.74(brs, 1H) 

MStES^m/z; 379, 381 [M+l] + 
MS(ESr)m/z; 423, 425 [M+45] + 

Please replace the paragraph beginning on page 405, line 1 with the following 
paragraph: 

To a solution of t-butyl (2-phenylethyl) (3R* 4S*)-7-amino-3-hydroxy-6-methoxy-2,2- 
dimethyl-3,4-dihydro-2//-l-benzopyran-4-yl carbamate described in Synthesis Example 71 
(1.04 g, 2.35 mmol) in pyridine (1.90 mL, 23.5 mmol), chloromethanesulfonylchloride (0.31 
mL, 3.52 mmol) was added, and the resulting mixture was stirred at room temperature for 10 
hours. Upon the completion of the reaction, 1 mol/L hydrochloric acid aqueous solution (ca. 
30 mL) was added thereto to adjust pH to about 7, and then the resulting solution was 
extracted with ethyl acetate, washed with saturated sodium chloride aqueous solution, and 
dried over anhydrous sodium sulfate and concentrated. The resulting mixture was purified by 
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Amendments to the Specification : 

Please replace specification page 360, lines 2^26, with the following, amended lines: 
(3R+,4S») 2,2 dimethyl 1 [(2 phcnylcth y l)amino] 3,1 dihydro 2H pyrano[2,3 
g]quinoxalin 3 ol 1 mal e ato 

Hfit 

qco< C 

(3R».4S»V7.7-dimethvl-9-r(2-phenvlethvnamino1-8.9-dihvdro-7H-Dvranor2.3-g1quinoxalin- 
8-ol 1 maleate 

OX£ c 

Please replace specification page 361, lines 15-16, with the following, amended lines: 
(3RMS*) 2,2 dimethyl 1 [(2 phonylothyl)amino] 3,1 dihydro 2H pyrono[2,3 

g]quino)calin 3 ol (3R"'.4S*V7.7-dimethvl-9-rf2-phenvlethvnaminol-8.9-dihvdro-7H- 

pvranor2J-e1auinoxalin-8-ol 

Please replace specification page 362, lines 4-5, with the following, amended lines: 
(3R»,1S+) 2,2 dimethyl <\ [(2 phonylothyl)omino] 3,1 dihydro 2H pyrano[2,3 
g]quinoKalin 3 ol I maloato (3R».4S»V7.7-dimethvl-9-lf2-phenvlethvl)aminol-8.9-dihvdro- 
7H-pvranol2.3-glauinoxalin-8-ol 1 maleate 
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Amendments to the Specification : 

^ ^ Pl ease re piace the paragraph beginning on page 349, line/of the specification with 

the following, amended paragraph: 

(3R*4S*) 7 ohloro 2,2,9 trimothyl 1 [2 (1 pyrazolylothyl)amino] 3,1 dihydro 2H 

pyrano[2,3 g]quinolin 3 ol 

(3fl*4S*V44241H-pyrazoM^^ 

pvranof2.3- g 1quinolin-3-ol 



Please replace the paragraph beginning on page 360, line ?4 with the following, 



I amended paragraph: 

(3R+,1S*) 7,7 dimothyl 9 [(2 phenylcthyl)amino] 8 ,9 dihydro 7H p >i ano[2,3 g]qn ino x nli n 

8- ol 1 mal e at e 

^^♦^n^^-dimethvl^-rfl-phenvlethvnaminoVa Q^i^Y^— ^A/.pY^nnfl^-elquinoxalin- 
8-ol 1 maleate 

H 

. , i. Please replace the paragraph beginning on page 361, line JS with the following, 

amended paragraph: 

(3RMS») 7,7 dimothyl 9 [(2 phony lothyl)amino] 8,9 dihydro 7H py i uao[2,3 g]qu i now nl in 
8 _ ol 

^/?»9S«V7J-dimethvl-94Q-phenvlethvn^ 
8-ol 



6" 



1W 

amended paragraph: 
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Please replace the paragraph beginning on page 362, line / with the following, 



(3RMC*) 7,7 dimethyl 9 [(? pheaytetMjammej 8 0 Hihvdrn 7H nvnuioraj elquinoKn l in 
8 ol 1 mnloot e 

8-ol 1 maleate 

i 

^ £ • 1 Please replace the paragraph beginning on page 362, line/ with the following, 

amended pargraph: 

(3RMC+) 7,7 dimethyl 9 [(2 phonylrthyl)u i nirio] 8,9 dihy i li u 711 pyrano[? ,3 gjquinona lin 
oi 

f *g* 0,^.7 T-dimemvl-Q-ff^^ 

&ol_(1.18 g, 3.38 mmol) in ethyl acetate (22 mL), maleic acid (471 mg, 4.06 mmol) was 
added at room temperature, and the resulting mixture was stirred for 10 minutes. Upon the 
completion of the reaction, solid product was filtered off, washed with ethyl acetate and dried 
to obtain the aimed product (yield: 61%). 
Pale gray crystal 



[1 

Please replace the paragraph beginning on page 362, line ft with the following, 
amended paragraph: 

(Jjr ^ 1 tp p fl^^phnnyiwwijnminnl 2.2 dimethyl 3, 1 dihy dio 211 pyr n n o p .3 
gjquinonalin 3 ol hydrochlori d e 

fl 1quinoxali "-8-"l hydrochloride 
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pvy- Please replace the paragraph beginning on page 363, line^f with the following, 

1 amended paragraph: 

(3*» 1S*) 4 ([2 (2 fluorophonyl)othyI]Qmino) 2,2 dimethyl 3,1 dihydro 211 pyrano[2,3 

g]quinoxalin 3 ol 

(g/?*9S*V9-(f2-(2-fluoro^ 

g] quinoxalin-3-ol 



Please replace the paragraph beginning on page 363, line )fi with the following, 
^ amended paragraph: 



V s 



, line J/7 1 



(3R*JS*) 1 ([2 (2 fluorophonyl)othyl]amino} 2,2 dimethyl 3,1 Jihydro 2//pyr n n o p ,3 
g j quinoxalin 3 ol hydrochlorid e 

(^♦^♦Vg-ir^-^-fluorophenYl^thvnamino^ ? 7.rfimemvl-8.9-riihvdr<v7tt-pvranor2,3- 
pl quinoxalin-3-ol hydr ochloride 



U 

Please replace the paragraph beginning on page 363, line 24 with the following, 

^\\^ amended paragraph: 

(3R*, 1 C*) ? {[2 (1 fli in rnph^)^"/ 1 ]"" 1 "") 7 7 rii n mthvl 8.0 dihvdio 711 pyrano[2,3 
gjquinoKalin 8 ol hydrochloride 
rs/?«Q<?*l9-(f2-™-fluoro P henvD^^ 
p ]quinoxalin-8-ol hydrochloride 
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aSV Please replace the paragraph beginning on page 364, line (iwith the following, 

\\b V amended paragraph: 

(3RMS*)9 [[2 (1 fluorcph^yO^y 1 ]^^") 7 7 dimothvl 8.9 dihydro 711 pyrono[2,3 

gjquinoxalin 8 ol 
g ] q uinoxalin-8-ol 

^ Please replace the paragraph beginning on page 364, line # with the following, 

amended paragraph: 

( 8 R*,9S») 9 {[2 (1 fluorophonyl)otliyl]amino) 7,7 dimethyl 8,9 dihydio 711 pyr o no [ ?,3 
g]quinonalin 8 ol hydrochlorid e 
(W*o<frV9-(f2^4-fluoroDhe 
elquinoxalin-8-ol hyd rochloride 

Please replace the paragraph beginning on page 365, line 2 with the following, 
amended paragraph: 

(JJIVr*) 1 [(2 hy d rtmy 3 r h™ y i , fiiyi)nniinnl 2 ? dimothvl 3,1 d i h y dio a/Zpyrt moP,? 
gjquinoKolin 3 ol 

f*/?»9S*V94(2-hvdroxv-2-phenvle^ 
g]quinoxalin-8-ol 
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\W 

^ 0\ Please replace the paragraph beginning on page 365, line \ji with the following, 

V 0 ^ amended paragraph: 

(3R*JS*) 1 [(2 hydroxy 2 phonylothyQamino] 2,2 dimethyl 3,1 dihydro 211 pyrano[2,3 

gjquinoxalin 3 ol 

( 8R * 95»)-9-[r2.hvdroxv-2-phenvlethvDamino1-7.7-di^ ^h Y 1.R | Q.Hih Y rfrn-7f/-pvranor2.3- 
g]quinoxalin-8-ol 



Please replace the paragraph beginning on page 366, line 2 with the following, 
amended paragraph: 

(3R*1S*) 2,2 dimethyl 1 pontylomino 3,4 dihydro 2H py i mi u [2,3 g]quinox nl i n 3 n l 
hydroohlorid e 

r/?/?*9S»V7J-dimethvl-9-foentvlaminoV8.9-dihY Hro-7f/-pvranor?.,3-p1quinoxalin-8-ol 
hydrochloride 

^ Please replace the paragraph beginning on page 366, line 1/1 with the following, 

amended line: 

(3R* 1S*) 2,2 dimethyl 1 pontylomino 3,1 dihydro 211 pyrano[2,3 g]quino:colin 3 o l 
(flR* ^*V7.7-dimethvl-9-rDentvlaminoV8.9-dihv fim - 7ff-fY~^P >pflqiiinoxalin-8-ol 

, Please replace the paragraph beginning on page 366, line 26 with the following, 

^CP amended paragraph: 

Q&ufS*) 2,2 dimethyl 1 pontylomino 3,1 dihydro 2H pyrunu[2,3 g]quinon n1in 1 o l 

hydroohlorid e 
hydrochloride 
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Please replace the paragraph beginning on page 367, line^ with the following, 
amended paragraph: 

(3R*4S*) 2,2,7,8 totramothyl A [(2 phonylothyl)amino] 3,1 dihydro 2H pyrano[2,3 - 
g]quinoxalin 3 ol malea t e 

( 8R * 9S*V2^ , l.l-tetxamQ\hy\-9-\( 2-phenYlethvnamino l - 8 . 9 -d ihYdro - 7rt-pyranof 2,3- 
gl quinoxalin-8-ol maleate 



i 



Please replace the paragraph beginning on page 367, line ^ with the following, 
amended paragraph: 

3R*4S+) 2,2,7,8 totramothyl 1 [(2 phonylothyl)anuno] 3,1 dihydro 27/ pyrano[?> 
g]quinoxalin 3 ol 
(fl/?*QS*V2.3:7.7-tetramemv^ 
g ] q uinoxalin-8-ol 

n<*~ Please replace the paragraph beginning on page 367, line ^ with the following, 

amended paragraph: 

(JJ tt tS*) 7,8 d iethyl ? ? dimethyl * [H pbpnvlnt h vnaminol 3,1 dih y dro 2//pyrn no [?> 

g]quinoxalin 3 ol 
f*g*a^2.3-diethv1-7^ 

g]quinoxalin-8-ol 
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[t. 

Please replace the paragraph beginning on page 368, line ft with the following, 
amended paragraph: 

(3R*JS*) 2,2,8 trimothyl 7 phenyl 1 [(2 phonyl u diyQamino] 3,1 d ihy d ro 2//pym nn[? > 
gjquinoxalin 3 ol 

fS/?*OS*V3J>trim e thvl-9-r(^phenvlemvn ^ ^ 
p jquinoxalin-8-ol 

Please replace the paragraph beginning on page 368, line ^5 with the following, 
amended paragraph: 

IS*) 2,2,7 trimothyl 8 phenyl 1 [(2 P henylcmyl)amino] 3,4 dih ydi o 211 pyr nnn [ ?, V 
gjquinoxalin 3 ol 

{*g ^*l2.7.7-trimet hY '-< MP -^ ^ 
g]quinoxalin-8-ol 



369, lineal 



with the following, 



Please replace the paragraph beginning on page 
amended paragraph: 

(J/?*, IS*) 2,2,8 trimothyl 1 [(2 phony lothyl)nmin u ] 3,1 dihydro 27/ pyrono[?,3 
gjquinoxalin 3 ol 1 maloate 

^J?»9S*V3.7 7-trimethvl-9-rr7.-phenvlethY »^mino1-8.9-dihv(lro-7//-pYranof2,3- 
g 1quinoxa)in-8-ol 1 maleate 



I* 
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Please replace the paragraph beginning on page 369, line 1/5 with the following, 
amended paragraph: 

(jjt* 2,2,C trimly' 1 [0 rh™ y 1 f rthvlWnino1 3 - 1 di hydl ° 2//pyn» n o[ ?^ 
g ]quinoKolin 3 e l 

(^^*9.S*V3J.7-trimethvl-94P - phenvlethvna «Tiino l-8.9-dihvdro-7//-pvranor2,3- 
g ] q uinoxalin-8-ol 

Please replace the paragraph beginning on page 370, line^ with the following, 
amended paragraph: 

(JJ i *,/ r*) 1 [C i ji li l i rry'^y')- "" ^ r tim n t h vl M OU tfilio W Py™ "" P 3 
glquinonalin 3 ol hydroohlorido 

f*g* 9,^-9-rf2-^ Hnh.vvlethvl^airino »7 7-Himethvl-8 Q-dihydm- 7f/-p Y rano[2,3- 
plq uinoxa) ^"-«-"l hydrochloride 

Please replace the paragraph beginning on page 370, line/ with the following, 
amended paragraph: 



4* 



Please replace the paragraph beginning on page 370, line $ with the following, 
amended paragraph: 

(JJ I t m 1 [ Q rj i . ln l n , r y^^yi>nm8 , M^ 3 3 rli mrthvl M dil tfdiu 2# pyrnn np 1 
gjquinoxalin 3 ol 

glQuinoxalin-8-ol 
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Please replace the paragraph beginning on page 371, line 3 with the following, 
amended paragraph: 

(W/gt) 1 amin u 2,2 dimethyl M 2/'ry™«W dquinoi rnl in 1 o l 

m » 0.<?*V9. a mino--7 7-H ; n^thvl-R.9-dih vdro - 7^-p Y r anor2,3-p l quinoxalin-8-ol (100 mg, 
0.408 mmol) in methanol (2 mL), cyclohexylmethyl aldehyde (103 mg, 0.816 mmol) was 
added, and the resulting mixture was stirred at room temperature for 20 minutes. Sodium 
cyanoborohydride (51 mg, 0.816 mmol) was added thereto, and the resulting mixture was 
stirred at room temperature for 1 hour. Upon the completion of the reaction, saturated 
sodium hydrogencarbonate aqueous solution was added thereto, the resulting solution was 
extracted with ethyl acetate, washed with saturated sodium chloride solution, and dried over 
magnesium sulfate and concentrated. The resulting mixture was purified by silica gel column 
(hexane/ethyl acetate = 2/1) to obtain the aimed product (yield: 48%). 



Please replace the paragraph beginning on page 371 , line^ with the followmg, 
amended paragraph: 

Ql t t. ir) 1 K 2 w> M i i y4*hy4)«iHBe] 2 3 ■!■ t h vl 1 1 d ih y Ji u 2 1 1 n y™ nn [ ? 3 

g]quinonalin 3 o l hydro c h lo ri d e 

p]q uinoxali "-«-"> hydrochloride 
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q . 

Please replace the paragraph beginning on page 371, line 2» with the following, 
amended paragraph: 

(A) tram 3 hydrony 2,2 dimethyl 1 [(2 phonylcthyl)amino] 2,3,1,6 totrahydro pyrano[2,3 
fjbonaimidagol 7on e 

d1imidazol-2(7/fl-one 



